Both hypertension and alcohol induce deleterious changes in the heart [I]. However, these pathological perturbations are often considered in isolation. The concept of "mernholic superimposirion" implies that pathogenic stresses should not be considered separately, as they often occur in addition to pre-existing disease. In this regard it has been shown that up to a third of hypertensive patients are ethanol misusers 111. Furthermore, patients with pre-existing heart disease are often poorly managed when there is additional ethanol consumption. The genesis of these abnormalities are imperfectly understood though it has been shown that the hypertrophied myocardium has a reduced ability to withstand ischaemic stress We hypothesized that abnormalities in the synthesis of cardiac contractile proteins may be contributing factors in the development of functional abnormalities We have previously investigated the relationship in mixed proteins of different anatomical regions 121. In the following study we investigated the synthesis of the myofibrillary contractile proteins per se, and their interaction between hypertension and acute ethanol exposure in viva Male Wistar rats were subjected to aortic constriction as described in 121 where the pedicular region of the left kidney was approached through an incision below the ribs This renal pedicle was traced back to the aorta which was dissected from the retroperitoneal tissue and a rigid steel wire (0.4 mm diameter) placed against the free aortic wall, at a level just above the left renal artery. The aorta was then firmly tied over this wire between the two renal arteries. The ligature was secured and the wire pulled out, leaving behind a constricted aorta with a lumen almost equivalent to the diameter of the steel wire (i.e., 0.4 mm). The abdominal muscles and the skin were sutured with nylon and the rat replaced in a recovery room. The controls were shamoperated the day after the aortic constrictions were carried out After 30 days rats from both groups were injected with either saline or ethanol (at a dose of 75 mmol/kg body weight; i.p.). After 25 hours fractional rates of protein synthesis (i.e., $, defined as the percentage of tissue protein renewed each day, i.e., %/day) were measured by the method of Garlick et al., 131. Brietly, rats were given a large dose of L-(4-3H]phenylalanine (150 urnol/ 100 g body weight) via a lateral vein and rats were sacrificed 10 mins after injection of the isotope. Tissue were dissected and subjected to suhcellular fractionation techniques to isolate the myofibrillar and sarcoplasmic proteins All other analytical methods are described in Siddiq er al., 141. All data are presented as mean f SEM of 5-8 observations, and differences between means were assessed by Student's t test, using the pooled estimate of variance. Significance was indicated when P was less than 0.05. 
Both hypertension and alcohol induce deleterious changes in the heart [I] . However, these pathological perturbations are often considered in isolation. The concept of "mernholic superimposirion" implies that pathogenic stresses should not be considered separately, as they often occur in addition to pre-existing disease. In this regard it has been shown that up to a third of hypertensive patients are ethanol misusers 111. Furthermore, patients with pre-existing heart disease are often poorly managed when there is additional ethanol consumption. The genesis of these abnormalities are imperfectly understood though it has been shown that the hypertrophied myocardium has a reduced ability to withstand ischaemic stress We hypothesized that abnormalities in the synthesis of cardiac contractile proteins may be contributing factors in the development of functional abnormalities We have previously investigated the relationship in mixed proteins of different anatomical regions 121. In the following study we investigated the synthesis of the myofibrillary contractile proteins per se, and their interaction between hypertension and acute ethanol exposure in viva Male Wistar rats were subjected to aortic constriction as described in 121 where the pedicular region of the left kidney was approached through an incision below the ribs This renal pedicle was traced back to the aorta which was dissected from the retroperitoneal tissue and a rigid steel wire (0.4 mm diameter) placed against the free aortic wall, at a level just above the left renal artery. The aorta was then firmly tied over this wire between the two renal arteries. The ligature was secured and the wire pulled out, leaving behind a constricted aorta with a lumen almost equivalent to the diameter of the steel wire (i.e., 0.4 mm). The abdominal muscles and the skin were sutured with nylon and the rat replaced in a recovery room. The controls were shamoperated the day after the aortic constrictions were carried out After 30 days rats from both groups were injected with either saline or ethanol (at a dose of 75 mmol/kg body weight; i.p.). After 25 hours fractional rates of protein synthesis (i.e., $, defined as the percentage of tissue protein renewed each day, i.e., %/day) were measured by the method of Garlick et al., 131. Brietly, rats were given a large dose of L-(4-3H]phenylalanine (150 urnol/ 100 g body weight) via a lateral vein and rats were sacrificed 10 mins after injection of the isotope. Tissue were dissected and subjected to suhcellular fractionation techniques to isolate the myofibrillar and sarcoplasmic proteins All other analytical methods are described in Siddiq er al., 141. All data are presented as mean f SEM of 5-8 observations, and differences between means were assessed by Student's t test, using the pooled estimate of variance. Significance was indicated when P was less than 0.05. The results showed that after 30 days of aortic constriction there were significant increases in contractile and noncontractile protein contents These results confirm the applicability of the model Hypertension also reduced the synthesis of the hearts proteins slightly, indicative of an adaptive response. Nevertheless, Table 1 shows that profound depression in the rates of protein synthesis occurred in response to ethanol dosage in sham-operated control rats This decline in protein synthesis was potentiated in the presence of chronic hypertrophy. As the rate of myofibrillary protein synthesis markedly declined we can infer that similar mechanisms may occur in chronic hypertensive patients thus providing a mechanism for their poor prognosis Alternatively, the marked decline in myofibrillary protein synthesis may reflect a depression of cardiac function.
